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WIE#2 003-3059010 



^112 0 0 2 - 1 7 8 7 1 5 ^-v : 

m^m 1 1 : 1 x-mz ti&r^y t & l < nmnwizm— 

o 

<VT$ SM&m*&?&?>'*?Mt?zte*:<7)Wfr'<'7?- Kfca- KtSDNA 

iw*sm # • nflr&ft**, #B**nr, #ia«^> se^ts-H 

M«f & BWfcg 5ifc lining 6 lEm^^llf^o 



ttiliE#2 003-3059010 



^12002-178715 ^ ^-v : 



[itSiO] E?!l#-^: i-^£*l&t* smwMtm— i> Liltmm&Hzm 
im^M 1 1 ] : iT^$tL^,7^ mss^ij ^ L < 

[it^i2] mm^r: i^mzti&r< ;m.m$bm-i>L<i±mmt)fcm 

o 

—<dt$; mmn * trt &?>s*?ntfzi± ^<du$-^ ^ k * n - k-t & d n 

[0 0 0 1] 
[0 0 0 2] 

MOTfc# fcfcfcKf±fcib< db T~mM*&& < Liirf^i: ft o T«1fcKS& < 

ft z<?>M%n<nm&isU!bh*i& 0 mi&fem^mt^b b & Km 



miE# 2003-3059010 



^12 0 0 2 - 1 7 8 7 1 5 ^ *t-5S 

Mi^^M^mm^Km^tir^fziblz, cDNAif;(io ligonucle 

o t i d e tmfcitLfz-rj tuTuj&tfffl^zti, m£mmm*m%i-&M 
(Dmkz&m-r&ffitf^RL, tvygmmmmztix^&o m?nz\ Af f y 

m e t r i xttOG e n e C h i p -f A firt*A,& ^O^BoW^flJ^lft 
J?> MMP- 1 3 &t*<7)T h i; y ^n^nfT-t' (MMP) fi»£1£M 

mfew mmxztm^g- Lx^&zt&%at>tix&t), mm p £ wam^ 

KIAA1077(i, X ^K^-Zn -b X £ 43 v> T Shh v ^f- ;V £ *i & iffc^ 
£ LXmfcZtltzQsurfKDt Ymm?kittX$>2> (Science, 289#, 265-270H, 

200030 o ^<dt ^ JWLmwhYj.moii\±mm^^7- ^M^mmmx^h 

2>Z t&7jkZtiX^& (Science, 289^, 265-270K, 200030 <, LfrLfttfb, 

kiaaio77 tmmmmmt<Dmmz*D\,*x<Di&^ii%^o 

[0 0 0 3] 

mwtrn®: tints mm] 

[0 0 0 4] 



mSE# 2003-30 59010 



2002-178715 ^ ^- S> : 4/ 



[0 0 0 5] 

(1) @E^iJ#-^: lT^tSfr&T^ y^se^ijtisi— t< tt*k"WKH— <^T^ 

( 4 ) # • Hflf^A^ tt-rajftnnr, %Bttn»£, 

£-e**±SB (1) ~ (3) WIR^RF • f6«5W, 

(5) @s^ij#-^: ix~mztL&T$ymm$tm-i>L<itmnmzm-(DT$ 
#-e&&±ifi (5) t7tt±jtfs (6) mm.<7)&wm, 



ffifiE#2 003-3059010 



^12 0 0 2- 1 7 8 7 1 5 ^ 



(10) S5?iJ#-f-: l-e^^ti^T^ymse^Jtlwi— L<{i^K6tI^I^— <DT 

(id ix»mzti2>T< smMmtm— i> Lutmnw^m-oT 

(12) l-e^^tL^r^ ymmttm— i> L<izmm i )^m— or 

(13) mm^r: ir~mztiz>T$ ;mm$tm-i> L<imm&Mzm-<DT 

[0 0 0 6] 

t^^f) (CTxJf. MBJ&> >*l>7itt. BPI!i!/?#ffl 

ail wmmm, ^t^AiE ^yy^^y^mm, m^mrn, ±&«, 

^ #^*IH^ liHH, JMJ« b< JiP^KM, Ztzltztibfflm 

<^#IE»^ & t < j±2f if) u < ^ <7)m^#fti-^> & 
mi, &mT^ jm&n. m®a, ^m) ^ #st> tm#> s> bpul jff 



ffifiE# 2003-30590 



2002-178715 ^ ' V I 6/ 



i> '&misu fj»#asu jh?h> #«, taste, m. miutt ±m 

, , *mr, mu mm, mrm nmn* m%> nm. m 

[0 0 0 7] 

, KfllS-f- : i -e^t? $ ixz> t ^ y mse^iJ <h ^ 5 o %m±, 0 f t < 6 o % 

J2Lt, $ £ £ L < lift 7 0 %iik±, X *) ttf-t L < f±$J 8 0 %JSLL; #fc«P£ 
L<(±ft9 0%JiLt, L<fii& 9 5 %&±.<Dmm&*1i1r Z> T 5 y m@2 

[0 0 0 8] 

IW $J0. 0 1-10 0^> fttL<liffi0. 1 - 1 OfS, £ w$ t< 
(i0. 5~24£) t^ai^fftv^ £*Le><3JSM4tf>ej&> ^/^f© 

*o ^Jx.^J.Inher.Metab.Dis., 16#, 935-941K, 1993^tC|B^O^t ifctt 
**UzmC2>Jjmz$£\,\ m^®4-methyl umbelliferyl «-N-7-bf;^;V 

tt&tiN KIAA1077 cDNA#A7^*^ K*#A LTKIAA1077* 

ttiiE# 2003-3059010 



012002-178715 ^ ^-v : 



5 (5 8 5 nmtcij»t*iRflJO <7>ig2jn£$ij;£-f & ^ t «t 0 „ ^m^T^in* 

36»tLri± % «x.(f»0«EKJ.^-r;l^ CM> chondroitin di saccharide Ad 
i-6S. chondroitin disaccharide Adi-4S> fficSfcffc^'J ?*f- $ S fn) $ > (fij, 

[0 0 0 9] 

£*t£7S /m@E?lJ*0 1 £ 7fcl±2«£U: (#£L<(4, l-3 01@@Jg, ftt 
L<iil-1 Offimm, ^C^L<l±t (1-5) IS) 07^»^L 

#r£L<f± N i~3 ommm, tii-i ommm, $^^t<ttt 
(i~5) is) o7<y^#auc7^ige^ ®%wm-%: i"?mzti& 
r< swtm.mz.it tzi± 2 m&± wtL<&, i-3o«m #f£L<f±i 

-lOHIflS, $t>tc«fiL<i4«[ (1-5) fl) OTSygbWASfifcTS 

^ ®ffiyy#^ : 1 -vmztiz r < y wg&\\**> it tut 2 m&± wz 
l < t±, i~3o mmm, &t l < it 1 ~ 1 0 laea?, $ ^ l < jam (1 

-5) 10) ©7^ /BfrWIftOT* / ^t'ttt^tif:7 5 SMmL Z?zlt®*rti 
[0 0 10] 

£*t£7^ yg$E?!J£^1-&* ^^t^tethbt-TZ, *«fBtffl^6fL«6 
*w<*5tti, C*»7&^;w^ 5/^36 (-COOH) „ *;^yV-f(- 
COO-) , 7^ K (-CONH2) SfcliM-r^ (-COOR) <Dm*-Xh 



ffiSE#2 003-305901 0 



2002-178715 W V '. 8/ 



CI .l-exXT^Wl&tt&R i: LT»±, 0Jx.{f x n-^Dt> 

;K y ^ Da^v^^^C 3 _ g y ^ nTJ^^i, y — a — 

i-7^)V%£<r)C 6 - 1 2 .flittf, ^v^K 7i^^W7 

jr. — ;l>-C !_2 T^^fc L < *i a f-frtz t*<D a -±~7?-)V- 

c i _ 2 7;v^»^c 7-14 7 5;v*^i> tv-m^r ;vt^y^fjvi 
} _ 6 7;v* y >f i - 6 7y ^) T§I§titv^^>^ 

> ^frtor? ^m^#Jii±^e^* (Hiif-OH, -sh, 7^/i, -rs 
^>/-;i/^ ^ > v-jvm, 7t-v ;^tn¥) #mm%&m& mtux, 

7-tf;vM^C j.gT^y^^^C i-6 7y;H^f 

£ %l%> 75y lfeBB5>J*^-f-* * Wn 0 *SC (KIAA1077) £ &fi$>ifh ti% 0 
[0 0 11] 



miE# 2003-3059010 



12002-178 715 ^ 

ie^ij<7) ^ <H20 ffll^±, # £ L < f4 5 0 flJBUi. $ ?, Cjjfl L < 14 7 

Ofi^±> 4 0«F5 L< (4 1 0 OfflJJLh, ■mi>ftt L< (4 2 0 0fl£LhO7 5y 

«m± («F*L<tt, 1-1 Ofi«jg, $*>K«F£L<*4» (1-5) 10) COT 
^K^L, ££(4, -e-OT^/miB^J^l ifctt2«J2U: (ftf*L<(4, 
1-2 OfflftJKs iO»it<ttl-l Offl^JS, $«b(30f L<(4m (1-5 
) IB) <7)7^i«DU -tOTSyMBHIfcl £ £(421@£JLL (0 

*L<(4, l-2 0flgS, L<(41-1 Offimm, ^«L<(i 

& d-5) m) <dt$ smtmxzti, ttzi±, *<dt§ smss&woitfc 

»4 2flm± (fif*L<*4, l-lOfflSft, i«9»4L<J±Sfc«, 
< (41 ~~5®mm) ©75/tW7^1fUI$tlTV>r^J:^o 
[0 0 12] 

^HJ-efflv^tt^gp^T 9 ^ Ki4C*3»***;w^S/^ag (-COO 
H) , *H>yWl- (-COO") , 7$ K (~C0NH 2 ) l^iix^f 
(-CO OR) ^fr*i.-e&oT i k<J:v> 0 

$^(c> ^W^ffiv^fiagpfr^-f- Ktc(4, IffBL^fl^-efflv^tLS 
[0 0 13] 

(M> «m> mmwL) ^m.m m, r^^v^mm.) %t*t<nm. 
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2002-178715 ^ ^- v : 10/ 



LTti> te^m mx.it, mm., v^m. jum^^ ^) t<o^ 

£<?xm&1-&Zti>X»£2>L, ? >/^®£rr- K1" & D N A £ £ BS? 
[0 0 14] 

T^n-^Jii, 4 -^fM>Xt >#J3i. PAM#J3I. 4 -UK 

n^Wf^7x-mi-75 K^^;l/#JJt, tfUT^V/l'TS K»J© 

> 4- (2' , 4' -^n^y7i^V-tKD^y^f;V) 7i/+vtl| 

> 4- (2' , 4' -y^Ky7x-;V-Fmoc7^xf^) 7x^y 



mtiE^2 003-3059010 



^2 0 0 2- 1 7 8 7 1 5 ^ ^-v: 



ttfkStUKSrfflv** Ci £^-e§&# 5 \ *;^>f5 K^iv> 0 #;w-j?vV 

S K£fcLT«\ DCC, N, N* -y-fvyDew^fy^ h\ N-^-f- 
;v-N' - (3-y^W^-/n'j^) rt^vM * ^*»fflv»e>*t« 0 
dtHbtCi^^^b^tiv-b^^WJ^n^J HOB t, HOOBt 

OB tiXf^^^vMiHOOB t Jix-f Lt^fj^^iTA ^&*>fS 

[0 0 15] 

N, N-y^W^ATU', N, N- iS * f;V7-b h T ^ K, N-*^-;Vfc? 
n <; K > * fOBfeT 5 tlfk * ^ V > , ^Dn*^A4 ¥<T>^ n Y^itMAt 
Tfcfgil, hV7;vtnx^;-^^^7;va-;i'i > yVf;vx;^^y hVj; 

s«»± * * gMias £ c t a>m % nx $&h^ h m± 
mmztL. or- 5 ox;<7>mmfrbM±MiRztiZo m&ttztifcr 

t>tL&\,*t &izi*. te#gmttiitY*?-A'<{ * y^/-)v*m^x 

[0 0 16] 

5 / Soffit ttlt fljx.ff, Z, Boc, t-^^t^rv 
#/HK— /K y( y^)V=.)V^r^-i/fj ;K 4-> >^y^yy>t^ry*Jl' 
Cl-Z. Br-Z. T^T>"f-;l/^-^f->*^#— ;k f'J7WD7 



miE#2 003-3059010 



2002-178715 W ^- i? I 12/ 



5/*n**-f->K 2 -T/^^f ^*fOjfiSR^ L < tiSitflfcT 

;V^;Vxxt^fO T^^rJl/^XxMb ($);it£^ ^>y>i^fiK 4-, 
-fn^>y>x7rK 4-^ >^y^>^;vx^f;K 4 - 7nn^>y> 

v * ;v *tK5 v Mb> t-rh+y*;!/ 1 K7 v Kfb> h V t: 

K v v Kfb& T^i" .?> £ t tfx* # & 0 

fc^t'l^o COJt^-rMbt-iii-&3fefc Ltl±, 00x.W\ T-fef- /HI* 

0 (C1-6) T^/'fA'lk ^y^^Si^TD^^i, ^>v;U^-^r 

K n e 9 - ;v*> t - £"e* & 0 

f ny 707 x y -WiS^Ili: Ltli> $IxJ£> BzK CI 2~ 
BzK 2--hn^>y;K Br-Z, t -T^-JVfc *i£ 0 

tXfy>0^ ^ VV-)V<0^m&t LT(±, Mx.ti\ Tos, 
-2, 3, 6-f'J^f^y^>x;i/*-;K DNP^ ^>y>t^ry^f^ 
„ B unu Boc^ Trt, Fmo c % b'tfm^ bfc&o 
[0 0 171 

, 4, 5-F'j7Dn7x;-;K 2, 4-y-bn7x/-;K yT^^f^ 
7^3-;k ^°7^fn7xy-;K H ONB> N- Kn * * v < h\ N 
-HKD + y7^H5K, HOBt) £ <7).x* ftif36*fflv>6*t*o lKfl- 



ffiSE# 2003-3059010 



2002-178715 ^ ^- S> : 13/ 



(IKS) MtLTli, «iif, Pd-I*^v>iiPd-^ 
h y 7;i/*ny. 9 h 1) •7;^;t-^g^=^;^?>&v>^2CL;i^ 

7 0\ 1, 4 -y^>>>^^-;i/, 1, 2-^*>v ? ^*-;i'&^J:d&# 

2 -3-9 yy^-ir-)V, 1, 4 -T* ^yft-^* f ^410^11: <t -5 
[0 0 18] 

£ -f , * ;v ->*S 757 m<^> a-^;v^y^M75 Kit: t r L tzWt 

f- K i: C 3fcS$<0 * ;V tf* v ;v^O<&|g&^ * =Sr Bfc* L * > r** W Z tz tiffin 
?*f- K t *$km U Ztih<D? >si?jtiitl±'*'?* K£_t|5 L?t J: n 



mtiE^F 2 003-3059010 



2002-178715 ^ ^- V : 14/ 



f£ £ ii^ y 9 * K O J. x -r )\>fc £ % 2> Z. t a*-? § . & o 
[0 0 19] 

®M. Bodanszky i3«ttXM.A. OndettU ^7**- K • v>-bv* (Peptide Synthe 
sis), Interscience Publ ishers, New York (1966^) 

(DSchroederiJ £ tfluebke. V • ^"7°^ K (The Peptide), Academic Press, New 
York (196530 

(Hii^ii, ^^fK^oiitm (1975^) 

<D$cft?&9i :feJ:tf!HMK4fe¥. &tt33gl*Kffi 1. ?>'**n<Dfo¥m 205. ( 
197730 

fcge&-t-*£fcri»T£*U ^Kft^fctifc^fl, 42r&«>:£i***Wi**L 



tb§E# 2003-3059010 



2002-178715 ^ I 15/ 



[0 0 2 0] 

i^otU^o jfiKliDNAWo tfc. ^ADNA, ^ /AD 
3£0 cDNA7-f ^7 ^DNAOV>ftltiJ:v» 0 

total RN AifclimRN AWfr*mMLfzi><D$:m^XW. : & Reverse Transcri 
ptase Polymerase Chain Reaction (&T> RT-PCRffii H&$P"t" h ) Cio 

^^fflv^^? w^Sf£n- mDNAt Ltli, mx.it, 

■f-: 2T^^tL^>msss^J^^-r^DNA, 2£fige?!]#-5§- : 2-e^$^^>m 
, ltriatfc@5^j#^- : i-e^$tL^>T5ym@B^j^^-r^>^>^^®t^W 

[0 0 2 1] 

^XtiSDNAhUli, 01 x. (f , @fi?iJ#-5§- : 2 t?^ S *i&flSie?iJ i: m 5 
0 %&_t. £t ;£ L < 6 0 %J£LL, $ <b &c#f £ L < fi&J 7 0 %J0l±, £ 0 #f £ 
L<(^8 0%M±> #tc$f^ L<(i^9 0%m±> L< ti^ 9 5%& 

±<7>*1 litt £ ^"T & *£*I£?iJ £ & D N A & ifjWB 

*^a7- • — (Molecular Cloning) 2nd (J. Sambrook et 

al., Cold Spring Harbor Lab. Press, 1989) KtWL^-fi&ft £ CfotlT^ ? 



ffifE#2 003-3059010 



2002-178715 W ^-v : 16/ 



* h y ^yi> h w\ taut*, th'j * A,mm-t) s %} 1 9 - 4 0 m 

M> ftt L < 1 9 ~ 2 0 mMf, ffljgj&'ft 5 0 - 7 0 0 £ t < lift 6 0 
-65 V<Dfett-*7F-fo ^ b U *7&mmtf%} 1 9 mMT-SJg^ 6 5tO 

[0 0 2 2] 

^Tfflv^^L^^^T'^ K*a - Ki-£^*E^J£^i~&&<9tM5fttfv>j&> 
§BL7fc« • a^fi^O c DNA, ltrfBt/c« • &Ml£3t?> cDNA7^7 

: 2 -c^sat&m&E?!) * b y > > b fc^frrtvw t^; r 

[0 0 2 3] 

tBIE# 2003-3059010 



2002-178715 ^ i? : 17/ 



?- . ^n-~^* (Molecular Cloning) 2nd (J. Sambrook et al., Cold Sp 
ring Harbor Lab. Press, 1989) &CfEp<7)7^£& ifldtfco Tff * 7 CI t tfT^ h 

DNAO^afeBB^jOgglfeti, PCR, K tfflxJf, MutanTM_ SU per 

Express Km (^Mit (**) ) , Mutan™-K («c) ) S§s£ffiv>T\ ODA-LA 

PCR&> Gapped duplex?*, Kunkelfe^<Z)g#&fc]<7>;frfeJ3& v>li-€-*i6 

tDNAIW5! JzffimKfflmffltfe* V>t LT<DATG£^rU t 
tz3' 5fc»fflfcJ±«flRi&ih:j K^fc U©TAA, TGAt fcttTAG^tU 

3- K-t^DNA^fbg^ii-r^DNAifM-Sr-eJ^fflL. (n) f£DNA©ftf-£ 
[0 0 2 41 

LTfi, *JS§mffi*0*/7*5 K (flk pBR322, pBR32 
5, PUC12, pUC13) , ttflft^^X^ K (flU pUB 1 1 0, 
pTP5, pC194) „ K p SH 1 9, p SH 1 5) 

\ A 7 7 - y ^ ^O/^ r 7 7 - y, l/fn-)/f^, »7 * v-T ^-Y 
, /\*3r.xn.>>f ^fcifOl&^'f /UXfe^fOfflU pAl-11, pXTl, p 
Rc/CMV, pRc/RSV, p cDNAI/Ne o^Wv^^o 



ffilE# 2003-3059010 



^2 0 0 2- 1 7 8 7 1 5 ^ ^-v : 

f±t Ltfflv^f ^li, SRa^o^^- s V4 0 ^n*-^-, LTR 
yn^&-^- N CMV/nt-^-, HS V-TK^nt-^-^Wsf tfe,^ 

& o 

Ztib<Di%^ CMV h^2fn^;i^) -/n^e-*-. SR a ~7u 

rpynt-^- Uc^D*-^- r e c A^n^- ? - > aPl^d^- 
lpp/n^-^-, T 7 •/n^e-^-fr^^ a±^V^;i,xJSBT 
^^^(i, SPOl/n^-^- s PO 2 -7°n^r-*-, penPy'n-t- 

GAP/n^^- ADHyn^^-^^JL^ H±^A« 
jJ?V^ K'J >7°n^6— p i o ^n^- * -ft gtfiftt Lv> 

o 

[0 0 2 5] 

^•*-/K AttflDv^;K jffiR-r-tf-, SV4 0WJy> (&T> S 
V4 0 o r i <hH£^;g>^^&&) «r^*^rLTV»S toiffiv^i b&X* 

tB&^f atfsT- OvM^-fe-b (MTX) W-tt) „ T>tfv 

v bureaus?- (&t\ AmprtminJiw*) , ->>wtta 

^ (&T\ Ne o r i: *$£-j&t£> * % G4 1 8Sttt) #^tf «b *l& 0 

dh f r&ittXm^^J -~-X;\AX*--Mm*m^T d h f rstteT- 
£ a**** - * - 1 L r -r £ % S fltjjtfe^- * 5 S> > * « v J: 

3t*«»w#Jn-t-« 0 Hi^iyx'JkTlft^^jl^j:, PhoA • ">^f-^E 

yiu ompA • ssjri-A'WfflbZiP* m^^)u^mmx$>^m^it, «-rs 
mf a • ^r+frmn. sue 2 • zy^i-^m^t\ m±^m^mu 



mUE^ 2003-3059010 



2002-178715 W ^-v : 



[0 0 2 6] 

m±*:LTfi, ^jx.^, ^v^^tirJi^ /^;i-xjim> mm. &&mm,. 

xyx'JtTlI^^tim 0flx.»f, ^ViV k7 • 3 v> (Escheric 
hia coli) K12-DH1 C^'n «>- WiTX • • • a • T*t* 
5 - • t7*-t^x>y^X- t7'-f -a-xxx- (Proc. Natl. Acad. Sc 
i. USA) , 6 0t, 1 6 0 (1 9 6 8)], J M 1 0 3 O ? << V y ? • 7 v ? X 
. ( Nucleic Acids Research) , 9^, 309(1981)], J A22 

1 — • 3r~f ' *=V*cz-v- ■ A/ftny- (Journal of Molecular B 

iology) , 1 2 0 3$, 5 1 7 (1 9 7 8)3, HB 1 0 1 • ^7* • -=6 

Ix^ra. 9- • A-ftni;- 4 1t, 459(196 9)], C600 [v^T" 
-fy^X (Genetics) , 39#, 440(1954)] £ ^fflv^tL&o 

^•f^xHi:LT{i, «x.tf, ^'f;VX • -9-y^;U^ (Bacillus subtilis 
) MI 1 1 4 2 4% 255(1983)], 207-21 

;i/ • *:7* • >M 5. 7. h V - (Journal of Biochemistry) , 9 5t, 8 7(1 
9 8 4)] KZ-hm^htlZo 

mm t L X it N x. "9- y iJ n v ^ -b * -fe V tf v je. (Saccharomyces cere 
visiae) AH22, AH 2 2 R~, NA87-11A, DKD-5D, 20B- 
12, y y # a -fe x *° >^ (Schizosaccharomyces pombe) N C Y C 
1913, NCYC2036, \£*T ^Uh'JX (Pichia pastoris) KM 7 
1 fcfc^JBv^tUx, 
[0 0 2 7] 

**^bjffllia (Spodoptera frugiperda cell ; S f fflflg) , Trichoplusia ni<D* 
Jira^OMG 1M, Trichoplusia niO^Pffi^OHigh Five™JHHfl&, Mamestra b 
rassicaefi3lO|BI&3 7tl£Estigmena acreafi$fc£>$HJ!&& t'tfm^h ti&o V 4 
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;V7^BmNPV^I^ Sfi^iMH (Bombyx mori N M ; BmN« 
) & tt&*ffiv»k*i* 0 f jfflflat LTli, «ictf, S f 9*tt (ATCC CRL1711 
) , S f 2 imm Vaughn, J.L. 4 > • tf-f (In Vivo) ,13, 213- 

217,(1977)) fcir7& f ffiv*<S>*L&o 

ttli, 0Ox.lf. *'f3^44W t ffl^?)W [flrfflfc, 
(Nature) , 3 1 5t, 5 9 2 (1 9 8 5))o 

WlWMf&t LT(i, t^iHCOS-7, Vero, ^W--X;n 

A^^-ilCHO (J^Tx CHO»£H&f2) , d h f r Mi^Xm^ *4 - 
-XMX^-DICHO (WT, CHO (dhfr-) ttiBllfi) , -r«7X 
LJffllia, 7-)XAtT-20, -7^7.^^n--7«, 77hGH3, ^ bFL 

• f/at^ • Til f*^ - • • ■iM.i.S'SMX • **/ • -9 s • ( 
Proc. Natl. Acad. Sci. USA) , 6 9i, 2 1 1 0 (1 9 7 2 )■*>>>-> (Gene) 
, 17t, 1 0 7 (1 9 8 2)ft^:BBHO^:to-Cff«;^i:^i*o 
[0 0 2 8] 

;v • yx^f-f (Molecular & General Genetics) , 1 6 8t, 1 1 1 ( 

1 9 7 9)%t^z%m<n*mzm<z>xft%7z.£&x*z& 0 

Bft*ten$mir2> fcti, 0!lx.if. ^ v y X • ^ > • x>f-f^ny- (Meth 
ods in Enzymology) , 19 4t, 182-187 (1991) x 7*Dy-y> 
• ^"7* • -9-* • ^va^;l/ • TTJT^- • • t^fx^v^ • • -9 s • 
a-xxx- (Proc. Natl. Acad. Sci. USA) , 7 5t, 1 9 2 9 (1 9 7 8) 

o/Technology) ,6, 47-55(1988) & ^KIB*W>:frftfcf£o T^fc 9 - ttfX*£ 2> 

O 

2 6 3 -2 6 7 (1 9 9 5) (^Htfcf&fr) > tf-rnnV- (Virolo 
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gy) , 5 2t, 4 5 6 (1 9 7 3 )KflB*W>:8'ftfcfl£oTfT«:'9 it^ii, 

, Mx.lf, ^V3-^, T-'^rXh';^. pT^1«^ vaHfc£\ If?gtlt 

MnLTiiv^ J§«^pHliife5-8^i Lv> 0 
[0 0 2 9] 

/m^^tfM9^ife [5 9- (Miller) , v^r-^ • • J-^^^i; yy 
• ^ :x • V 3r a 9 — • ~J ^-^7~ 4 y 9 X (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1 —4 3 3, Cold Spring Harbor Laboratory, New York 
1 9 7 2] U»o i-C'MCJ: «9 ^n^-^-^i < fifths 

i±^xi/xv KTmm<ni%&, tgrntm-Bfoi 5-43tt^3-24nra 

«±^^>l/XJRWO»^ 30-40^^6-24 ISWfTfc 

(Burkholder) ft/J^Jft CBostian, K. L. -fuis-yy ?X • * 
y • if • t'>at^ • T#-r*5 t'fxyy^X • • -9* • Jx-jt,* 

J.- (Proc. Natl. Acad. Sci. USA) , 7 7t, 4 5 0 5 (1 9 8 0)) ^0.5 
%U*f^ yi^ttSSD^fft CBitter, G. A. /Oy-y'^X't^ 



fflgE# 2003-3059010 



2002-178715 W ^- V I 22/ 



- (Proc. Natl. Acad. Sci. USA), 8 It, 5330 (1984)] 

tf<b*L& 0 j#iopHii^5~8 Kmwrt&wp&t ^#(±it#itj2 or 

ace's Insect Medium (Grace, T.C.C. , (Nature) ,195,788(1962)) 

JfcO p H(±>& 6 . 2 - 6 . 4 fcSJjrt* <DiWfr* Lv^o ^«(±ji#^J 2 7 

-2 0%Oj&iB4 1 Jfll»*^tpMEMJ&«L C^M^* (Science) , 12 2f, 
5 0 1 (1 9 5 2)] , DMEM^i (^nny- (Virology) , 8t, 396 
(1 9 5 9)], RPMI 1 6 4 O^fUfe Cv^-^ • *f • T*V*> • 

^■7*^ iJ)V - TVyx-ya > (The Journal of the American Medical Associ 
ation) 19 9^, 5 1 9 (1 9 6 7)], 199i§* ("/n->-y>^ • • 
if • y ^ jcx -7*--f - ^tnyjli^^fa^ (Proceeding of 
the Society for the Biological Medicine) , 7 3t, 1(1950)] % 
m^htl&o p H(i|tJ6 ~8T^^(?)WJ Lv\> *&*J*iI1f $j 3 0*C~4 Ot: 
5-6 0B#ffi|firfcv\ ^icSCT®^m#^*nx.^>o 

[0 0 3 0] 

1 0 0TM^^^^^j^ttLTV^T*>«tv^ o ig*$£it>fc*>v<*Rj&*# 
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774-% ¥<omn>(om*mmirz>jife, r 7 < ~-t 4 - ^ n-r h 7.4 

[0 0 3 1] 

Lx&hti&?>*i?ni>mmitx'&htit:i&&\zte > nw^^m^ 

[0 0 3 2] 

■&$mxm^hft%>9 >s*?m> l < tig&^r^ k t £ t± & Kstt- & ^ 
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-^mm^y^^mt, i^a.W}^}KMLX^KX otn:#:m^^*fg^^n 

^Lxi>£^ 0 &5-t±mi?;2~~6mm- mto, tt2~i oumjM^tL&o 

?u-i-)vfcfom&.fflm<7)Yfm~^Lx^ umx^^fi^^m.m^, 
ix.if79 xfrhmi$mom&hix?zmfc*mnLmmmr> 2 ~- 5 b'ii:sii 

Jl^^f O'f^- (Nature), 256, 495 (1975)3 ^^Ult-i.^ 

i^ti^o Hl^B^Ji: LTfi, #!lx.tf> sKV oi^l/^ij n-ji, (PEG) 

10 0 3 3] 

tilllt LTti, #Ux.f;f, NS-h P3U1, SP2/0, AP-1& 

t*<DUMm^^mMmm.i) t mf h ti&tK p 3 u 1 aqsps l < m^bfcZo m 

-2 0: lmmx*)*)^ PEG (fftKliPEGl 0 0 0-PEG6 0 0 0) 

^1 o~8 o%mm<7)mmxmiNZti, 20-4 or, t< c*3 0-3 7V 
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^v^xM^nyj yfomsm^biiZ) i/;li^Df^A^ 

itttzii-fu-T-i >Azmmmttzmmz;^7i) v~^m±m^mi}\\L, m 
M&mn*mm%t*^mmLtz? >^?nzmz.. mmz^^tz*; ?u-i- 

1 - 2 0 %, ffS L < fi 1 0 ~ 2 0 %0«SlfiLi^^trR PM I 16 
4 0§i, 1-1 0%<7)4^^BJflL?t^^trG I (fDTfeSfclSIsi ) & 

£v>{*;W7'J K—T^#ffl4tiflLyfit^ (SFM-1 0 1, HtMHUH (*fc) ) & 

^ffiv^a^Ho igmumi*. mi%2 o~4 or, ^Klil^ 7°C 
-e&& 0 ^*H#p^(i, 5 b~3 jIUhK «f£ t < ;«± imm- 2Mmx$>z> 0 *g 

[0 0 3 4] 

(b) tu-j-frfottLvmwL 

(flU DEAE) K J: r^ZMfe, tfiWM& 
@tl*>^v>{±-7°DT--r >A&&Wi7°n7^ >G^^f&tt^*^JtcJ: «9 tfL#:o 

[0 0 3 5] 
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O 0 'J ^ n )Vm&<DVe.m 

* r- ^^-e-r^ LfcAT'f y KttLxfcmm^Mr < -e i tier, to 
^v-9--r n^ny; y, ^^vT~^£m-l:J£TvN7V> 1 &j0. l 

[0 0 3 6] 
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^il*@B?iJ 7 0 %m±, 0iL< Ji$j 8 0 o/o&Ji, J: 0 iff L < 9 0 

7 0 *f S L < {i**7 8 0 %m±, ii)^L<l^90 %J^±. ftfcSf £ 

L<{±^9 5%m±0^|Sltt^^1-^T>^-t>x^^l/^^'K^\ (n) RN 

n £ ^-r ^dna <^ms@e^j izmm%&mmQ > * j* t <r>— & r 

? K) ^lf^tL^ 0 

Ty-r-b>X*?Uir-m$mit;s 10-4 O^HJ^ ^Klil5-30 



ffigE# 2003-3059010 



2002-178715 W : 28/ 



) (i, 2' -O-^^Mb^^k^^H^tcS^^tLTv^T^ iv^L, Ji& 
-f- : 2T^^$tL^>il*SE5 r iJ*^-t-^DNAlc/N^r , J ^-f & & <7>T?£>*Uf 

[0 0 3 7] 

mm-? %><> 

[0 0 3 8] 
[0 0 3 9] 

(i) ^tcwi-sra^fist^^ox^ 1 ;--^^ 

/**Ro^fcM»**'ffrMfet *:»i-€-Otttt, *#3&fcJWN #3BJS*». # 
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^Lfc&jKl±, ±.mx? } )-->mm-&^Xl±, ®IxJ;£\ (i) t (ii) <D 

& L , ftzft L fcffc, Morgan-El soaRJS Srtfv^ » axfcKJ&ffc* O A 5 g 5 
(5 8 5 nm&C:fctf&M0 <0*Bin«:S9£U ifc«"t*o 

lltLTIi, mk.\XffiV>Wk3~*T)l> C#fl> chondroitin disaccharide Ad 
i-6S> chondroitin disaccharide Adi-4S, ffimtr 1 ) ^tU/'J*^ (#L 

*§&w<D?y^?g*m&.irz>mt)*^'F2>mmt ltm\ «x.«r, mmLfz 

O&«IE8M*0 7&*fflv>ib*L&o ?§±fcLTli. Mx.f£. CHO*HJfefci?OS&«& 

tsi^ctot, 9 >'*?m*mmm±K§tm2&tzMmifc&mw 
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#!lx.f£, ±12 (ii) <Qm&K&l1r2>mMX'X7 L )VlJQfcfrmi£&tf±m (i) O 
Wi&Kit^T, $}2 0%£LL> jfi L< tit 3 0%W±> i^JL<(i^50% 

T N ±|B (ii) ©»^tCiJ»t*«B(i^X«f-A'Jp^c^«tt**±|B (i) 
[0 0 4 0] 

ft-£&£fcl±*0:£ti\ #!l;Ltir, ^7?- Kteffc-g^ 

bmttitzit&m~e$>Z>o iMtOStLtli, HufBLf^^O^^Ko 
[0 0 4 1] 

So 
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x^^-v^Mtuii, (iii) *.§&w<D*>si*m*m?kt2>i&ij* 
±.tttm~&^x, (iii) t (iv) <nWi^-&rtz>, mzmtt^^m ( 

, EL I S A^^^<7)^$^(i^tL^mC^^lc^v^M5ei-^C:i:^#^ 

o 

mt-tf, ±12 (iy) O^t^t&a^l&ii*^ _hte (iii) <Di%&Kfc 
^-C, $7 2 0 %JSUi, £ L < it 3 0 %&_L, «fc lj 0$ L < ii&J 5 0 %J^_t±# 

ffc^i: Lt, &;2 6%m±, 02 L< «3 0%m±, i OifrS t < ti**J 5 0 % 

vx±mm-tz>i&Wiik-&ty)*, ^m<o*y^?n*^- ¥-$-%>mtt<7>$m.*n 

[0 0 4 2] 
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Kteft-g^ %a^S4to. #fflM&ffi?8u ift^a 

[0 0 4 3] 

ami mm&, 7^^3-7^^^) , %%l mmu mm, 
aM^jfi^M^i^j. &Tfti«a, ^rt^it^j. t^at^k &mmm, mm 
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CM. V^- h 8 0. HCO-50 (polyoxyethylene (5 Omol) adduct 
of hydrogenated castor oil) } LT «fcv> 0 ittltLtfi, 00 

[0 0 4 4] 

Tit t££ik jt#Jx *-/-t^K i&Jfi&J \ ^»J«r^*««^$*u -e 

tL^tLO^s^fi^J^^/; !)if 5~5 0 0mg, to fctf&ltfW-ctt 5-10 

Omg, ^(Dm^mr^t 1 0 -2 5 0 m g Wifat^^t^iiTV^ C t# 

fillti (ix.it vtf*, ?yf; t i ;y, h; 

„ *=r, xf^ % ^ ;l , > f'/;^s;-j:ir) KttLxmnmz.tfci*2mntQte& 

iM»i^i^oiot4itt> *<7>im. tm.m&. u^-nm. 

(#i6 0kgtU) Kcfc^Tlt —R\,Z'D*imk&ty*tz\*%:<7>m.*mQ. 
1-lOOmg, ^Uttin. 0- 5 Omg, J: L< lift 1 . 0-2 

xm^mA (M60kgtLt) K!5t5-1-&#£\ -Bt'o^M-ft^^^fi 
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fOt^O. 0 1-3 0mgg|, SPSLOi&O. l-20mglS> i*) 
[0 0 4 5] 

(2) ;£3&HJ?o* -eoSR^^ K**:(i-€-oao3e* 

o 

[0 0 4 6] 

fltmo^^v>TU<> ttz, ifrfc^OFUb'^ > Fab\ ab 
<2>vM±F a b!i:£h£ffiv>Tfc <£v> 0 
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Sift, 5&**R«f^ f fflv»e>*L* 0 ttl*ttP!lflCx*fcLTt±, #!l 

xJi\ (12 5 i] , [13 1 i], C 3 H], [14c) *t*^t,^ 0 
±f£ittltlt &fcX*itm&<D±%%i><Di>m-t t<, Mid p-lfy* 

[0 0 4 7] 

fijtojKm^fro-c*, tfc. mm~ft%<oxi>£^Lmmz-fbLxn%'ox 
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[0 0 4 8] 

o 

*^jS<7)^mi5L^(F) tjLfctm&Ltzmmfiim (b.) ( 

B/F5MH) > B, FV^-rtL^co^#SrM^L, Mlff^ail^Sit^ 

t milium* m^&-t>\ **v*«\ ^i^i±nr^^>^o4:ffiv^2*a;#t 

[0 0 4 9] 
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Aft %m 4 a; r-y-t^j (mmt. mmsA^m s ww&%i 
mmm {mm.) Bgfns 7#^f) > hjh^^^m r»**«E 

Mtb&} (H3JK) (Bf*l£, BBffi6 2^Hff) , methods in ENZYM0L0GYJ 
Vol. 70 (Immunochemical Techniques (Part A)K Plilf Vol. 73(Immunochemica 
1 Techniques (Part B)h H* Vol. 74 (Immunochemical Techniques (Part O) 
% |WJ# Vol. 84 (Immunochemical Techniques (Part D: Selected Immunoassays)) 
> RIlF Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies a 
nd General Immunoassay Methods) K PI# Vol. 121 (Immunochemical Techniqu 
es(Part I :Hybridoma Technology and Monoclonal Antibodies)) (J^_t> TilT 
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[0 0 5 0] 

(3) mtt&mm 

„ ^v, ^-7, f^.-^K f-w^v-fti:*) iz&lf&^mn? y^ 

^nttz^^U^f^- K£n- Kt^DNAt/climRNA^f (itfS^ 

^yj^-b-y 3 >^PCR-SSCPS (y^-yn (Genomics) , fjl 5 
^, 8 74-8 7 91 (1 9 8 9^) . -fuis-^y <?X tvat 
^ • TiJT*< - • • jc> v-fX ♦ irT • jx-jt.*.i.- (Proceedings of 
the National Academy of Sciences of the United States of America) , H 
8 6^, 2766-277 OH (198 9#) ) & X MM~i~2> ^ 1 7&*"C § 
o 

m x. or, y - *p > 7* »; r j -t* - v 3 ^ &c «t v> t tz itm^mm £ 

^ HSifti£> rMBife, ^ttMgff^t^fi^^-^^i^P^I^* (flu T--XJH- 

% if) & ^c7)# . mmm&x$> & ^ t mm-t &x # & 0 

[0 0 5 1] 

(4) T>^-t>X^^ V^-^-K^^-r^lS^ 

^f^tf) D.N A K*Blilft U mD NA<D§£%i*WM-t2> ZttfX&2>* 

rmmm ($u ^-*jh-£^) % t°<D<% ■ mmmB^r&m - ^mmtLx^m-r 
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PffLK^ (flU 7^, *iJ-^ fc^v\ 7*?, 

htihUfotb i>\zmMi\LL, mtt^^J YWf)VljT-r)V(DZ>)tj;i]r- 
-f;nac«t^ 0 &&v>(± N ^Tny^-fbLTi^X^Ji: t Turtle 

t7>fi:>^^^i/tf Kot#iii, &#*tiu ifc-^v- hft 

>***l'*^K&ifc-5-1-&»£\ — ^tc^A (#:l6 0kg) Kfcv*Tf±, 
-B^o^mr>^-t>^^^l/^-^K^ItJ0. l-10 0mgSWo 

— g& * Mri-* y a ft ^ & , ^s^o^T-oi&ii^STJ^i-^ -r £ § 

83gttlHff£, titeMtfrV Mjfcjfe, fflR& ftWttlMfoMfc 
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-fiilRNAfi, 2r£no:frv£ (I, Nature, 411#, 494H, 200140 iCiiDT 

VtfifJ <Ul$^ ^<7)^ (flU TRENDS in Molecular Medicine, 7^, 221K 
, 200130 iZigCX, *m%<Dy$') *?\/*^Y(DW.m*&Km\LX^m.irZ> 

£r 3 — K"t" & R N A b LT(±, 2r£no V A £ J; o T#J$r£ 

^^RNA±^Mfil'^L7^^ (RNAifM-) /^Wb*i& 0 
±1 e?>— fill R N A Z fz it V W -f A?r JifS^ |ft • #J t.Ltffflt^ 

o 

[0 0 5 2] 

(5) ^m^^^-t^mm 

*-»r*\ k7y\ :/*\ -)y, *=r, iZttLxmU&jZ 

fzimmnm mmitt) iz&^i-zzbtfx^Zo 

RIfflSjEO?6* • ^RfrOfci&Mfcffl ^S&BJftT)^^ 1 iitlt, 

ii#0. 0 1- 2 Omg/k g#*IJ^ U Z L < f* 0 . 1 ~ 1 0 m %/ k g#M 
@J^> ^^^$ft L<«0. 1 -5mg/k gfommm*. 1 B 1 ~ 5 EPIiJg, 
#r Z L < it 1 B 1 - 3 INci&A^m J: ^*£#1-£<9;W£I^T-&&o 'fife 

mmmiz^m^-izit, ^(Dmmzfccxmm-Lx & 



tBIE# 2003-3059010 



2002-178715 ^ ^-v* : 41/ 



[0 0 5 3] 

(6) *%m<D mm^^)^7K^mmmmnm%mm^irh^mttz\t 

O^lfr • fibril ICOV^T 

#^J&H1ir, #fM^, #ffifl;!E. ^ttMfr^ ifttlUJfi';^^ .Wfi&jfc 

[0 0 5 4] 

(7) DNAtf&flMfe 

*3&9^ -H^O^I&H^O^ Ki-^DNA (£1T\ ^f&93<9 

^*ttDNAtB&fBi-*) *fett^-09g*DNA (Wl^ftt^lDNAi 
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(1) ^H^O^ttDNAt/c(i^O^DNA^^i-^^Vi hRifLt&tk 

(2) *n hm%W}m*r (1 

(3) ^yWJSl^^^tfctt?? YXhZ>M (2) SBttOSMfe, *5«t l>* 

(4) $l&i^14DNAi^l^<0|elDNA«:^L> "BILtt&Kfc^T 

, W vg ;*-7-4 ffrlfy^ DEAE-n 

£ Wtv^X $&mtLX, C5 7 

BL/6II, DBA2^^ ^tLt, B6C3Fi^l, BDF i 
B6D2Fim BALB/cH, ICR3M&&fc*) ZfzltyyY ( 
Wist ar> SD^f) ^WftU> 0 

[0 0 5 5] 

^^MttDNAtli, MtlLt&W ? ^Wtrv^^BJ<7)DNA 
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> ^gg**^) #4^40, aafeoftin, iwii^^ 

iltDNAtLtli, ^#&*#&^*>^*Sf£#m£^&DNA£t:Rfc 
otli, iDNA ^^"/n^e-*- ^TsfEtc^^ L tz D N 

n a £ie# £ & c: n t mmmm^^m <n> d n a & & ^-antiLi* 

If) i*ODNA$:§II$^^ ^#iyn^-^-^TlC, :£§PJ!<7) b D N 
A^UDNA3>^f7^h (ffik ^n^m%W3^J<D^:m 

(ddna ^^m- %> d n A^^niitm^ ^f^m-r -?> d £ § * o 

[0 0 5 6] 

±IB<7)DNA^Mti5=l:tf^^yn*-^-i: tT(±, ffilx.ii\ (D^^X ( 
?K fi^ynt-^- ffilxJt 7^75>, -OXV^I I 



tB§E#2 003-3059010 



012 002-1 7 8715 ^ -^-.v : 44/ 



?-4f„ lflL/MSfi^SS^-y3, >K1, K 1 OiSctCfK 1 4. n^-^ 

> IM^itK I IE IM* V -^AMP^^ w^ff^f-— 1£/? I 

AflM^H^ \Hfc)/ J k~?9-^u v>^^-^f (— i^^T i e 2 £B&£*l£) 

> th'j7A*'J 7i\7fV v>3 'J >$HbHSt (Na, K-ATP a s e) , 

t-b*l»^kO- MHC^7^ItH (H-2L) , H-r a s. V 
Ms y p -im.i\Mm> ftt^tJf>/-t' (TPO) > 

KiufeRH^i* (ef-ic) , pTt^-y^ a &&ifp\**s>mm, 

~>>&mi&£t>*2, ^ xij >gga|^ fn^n/v^ Thy-1, 

*a^n-rv>, hiipt^ (vnp) % unit 7 sno'pn^-f-t^f, ^ 

*^ni£> % hn^-^c, ¥ri-^aT^^>, 7 , l/7 , nx> 7 -7 7'J>A, 

(EF-1«) ^yot-^-, t hfeiyf-y h V |87^f >7*n*-^-4 
±fe^**-fi, DNA|gimt?L»i»^v»T.aWfci-*^?r-fe>5;^-RN 

v^dt^Tl, $?£L<{i, yS7>7-f;^(OSV4 0^-H^-^^ 
[0 0 5 7] 

7**-9~-<mm<D5' 7v*-9-mi&tMwiffimffl$>z>\<>immi%i& 

HL WR, liil^mfi^DNA^itFffTmo^S^y ADNA7 



tiiiE# 2003-3059010 



^12 0 0 2- 1 7 8 7 1 5 ^ ^-i? : 



#c)!MJfe, Hl»fi*RNAJ: 02rft J: «JW*$*irt:*|ffiDNAfc 

m l 3taw*i**f^iif sit **-e § * o 

o n * - * - <DTm& x tmm k * o ^^u^±m s -a- a sur 

DNA^^:ft#t^itS-||ILt, iDNAMIilili: LTM#^I§IW^ 

&m$fflmm% k & it £ ^§&9! 0^*14 dna . n^M^imwmw 

«£ W«<7)£T £ ft$J \Z.-&fc?h X *> izmQk D NAIE^Oft 

ffil&^OJE^fla^fe^r^l&^^^ttDNA^fiJ^^lE-t-Si fcfc^ ffcffi 
MtoV>=F&tf£X*C>mWm&& X W«0^t t:^^O^ttD N A£*g 
JMK^Tf* - **l*i--6o =*:|&W^*ttDN A*$»t«lv^iOttOll|!»0 

o 

omynzzzmi-z zttzxt) t^tofi^DN AfcauwMir*- <& «t •? most 

[0 0 5 8] 

*3&0JOjE#DNA£W^£§fct: hPi?Li*tf(i> *»WOjE#DNA36*Jftl^S 

ffiiE# 2003-30590 



2002-178715 W ^- v : 46/ 



mw& z&ztih (DmB&r&mjj&nmtzfr* o^t a>^imx^ & 0 

tDNA & i fc £ JS© ItiDN A£j^T» L Tii#0|5| 
^ h'\tZm.^A^XWMt Ltffli/^ :t^fH„ -/n^-^-t(7)DNA3> 

«B^pgf^i5lt^^WcO^SDNA^#{i, tt^l€?LlS^flE^«£ «fc £>* 
ti*feO£:T Kt£&t%> £ 9 KH« £ *i& o D NA^t^fttKi&OEfffli 
tCiSV^T^I&H^o^DNA^^i-^Cl^fi, fpffiid^^^^T^^JE^ 

(Dg-XlZ^mom-gD N A £ & o ^ADNA^ffi^M^M^I^OJj; 

**» d n a £ * £ -9 k «j6«ift -r * - t %> 0 

[0 0 5 9] 



mtE# 2003-3059010 



^2 0 0 2- 1 7 8 7 1 5 © ^- v I 47/ 



ftfy^tMvmmm^- (dominant negatived) ^i^t^^f^t^^o 

^fcmzn-tz^ffi'temm, mux. tMit, #«*^ 

mmrmm, immmv *-^> iw»&, mi^ ftaMs-rai&^sfcfi**- 

ttzliDNAKX V&$iZtifzs<y°^h*$mZ%'%r1r&Zt} l z£2>^ *%;W<V? 

®DNA*#?&®.m<DMmzmmm.im%m&miz£ ztLh^mi, 

[0 0 6 0] 

M^fofe* ^*^"tr, #§§9!<7>* >AC**KHatf- -SilOi^^-Su 



mtiE# 2003-3059010 



2002-178715 ^ ^- v : 48/ 



[0 0 6 1] 

(9) / v M*% 

\%^) zmx-fzztizx t)^mmtzn?zm (1) ^is^K^m, 
O) v>»tttr^>^>^ (i) 3giam<ojE#*ffl^ 

(4) nffiaiftw^yftaftti-e*^^ (i) ^fem^K^tt, 

(5) ryMmm^vx-e&zm U) iief^E#iai& > 

ACTi-^7 0 n^-^-^flj^)TT-|§^t^^S (6) gflattO^K httMMfc 

(8) *t mt?Ltt»*»ry (6) mm.v>$p^\>mmm, 

ffiSE# 2003-3059010 



2002-178715 M v : 



(1 0) m (7) ^flftftogfrttl^ U#-?~-ffitt<7)§& 
£ tfe ffi "t & £ <h * #^ "t £ #3& <7> D N A Mi" £ 7 s n * - * - Jgf£ £1£ Ji 

[0 0 6 2] 

*^KWtw«f3c J: (9, DN A^f WMHI©^ v^^fffl 

¥ftiwJ: «}@[DNAE3?!IO— WZJi^apoWOIfe, ttDNA^JfXi^ifjl^* 
[0 0 6 3] 

I" & ^Mttilfc^ * & vMi l a c Z (jS-^^hv ^ tr itf5^F 
), cat (^n5A7i-3-^7W>9^7i5-«lfjt^f) 

Wilt po 1 y AttiDV^/l/fc^) ^^^>y>-RNA 



ttilE# 2003-3059010 
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^lx.{?ffil^amx.i£^«t i)tit<?)M#i:$AL, #£>*l£ES«Ko^t 
Yv*f l >ys<? ? -f^St:fffl L fc:£3&0j!<7) D N A JiW^JS^IRitO D N ASS 

ttz, mmm.%!:z-&mz£ *)*5&m<DDNAttm\:z*t2>%<7>EsmmtL 

' *W!&0*Br£\ — flfclftlctil 2 9^^)ESWfffl$tLtv^^ fc^^fe 

wbfr%E smmzwn-t t*<7)mMxmz-i$, c 5 7bl/6v-)x^c 5 

7BL/6«Pt©^$^DBA/2 tO^lCJ: L^BDF 
* (C 5 7BL/6 tDBA/2 b<DF \ ) *m^xm±LLfzi><Dti: t*i> 

m^o&o BDFiv^^ii, umm^<, ^^^^^tv^fu^ 

lCjnx.T> C5 7BL/6v->^^ff^o©T\ dti^ffiV^Ttt^tt/cE S 
Mf±#iif^^;W^x£f£ai Lfci: C 5 7BL/67^xtA7^^n^ 

\z*>x%%> tin*?- < MM<vmm i^t tm. t l v> 0 

[0 0 6 4] 

o z^mzinm-ttitf, fern, mmfrtifz-f&vbzfoi 0 smommwczmL 



ttiiE#2 003-3059010 
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>* : 51/ 



1 0 0%^IJLV>^ #iOBKOi»se«Jlft^OlW«±ffl«l**^*i, ESI 
moffittZyvfT'yhLtz^ lEHttt (Miff, ^**-eti&fe#:ib&S2 
n = 4 0-e*4«Blfe) CS^D-->ni.iH ? Si Lv\, 

ii\ S TOtRifHIS^J: "9 teM^tey -i ~-y—fflffi,±.X*L. I F (1-10 00 
OU/ml) #«TU^lft^i§*#rt (0f t<(i, 5 9 5%^i 

fcli 5 %MSi> 5 %fflSLlf^ 9 0 %££C) T*$J 3 7 tl^SIf * * ^O^jSfet? 
*&*U «ftl*fc*±> Mz-tf, hV^»/EDTAM (M0.0 0 1-0. 
5%H;t°:>>/0. 1 - 5mM E D T A> SfiL<l±j^0. 1 % M> 
ImM EDTA) JKICiDfiMU *rfcfcfl§* Lfc? 4 - y-fflffi.±K 
ffim-r2>J5&%t*tfbb1n2> 0 Z<D£7 il#l -3 B^Mt&9^\ 

ffimm.zMm-rzt-e&mmm-rzztizxy), mm, nmm> ^m^t^m 

* <D? 4 7<7)fflmzfrfc2lt2> d ttfnSffiX'&t) CM. J. EvansRZM. H. Kaufm 
an, (Nature) ^292^. 154K> 1981^ ; G. R. Martin /ny-f 

>^.X • jj-*/ • 3^-;i/ • TiJTS. - • Jj-r • ^^fai>X • jr.— ( 

Proc. Natl. Acad. Sci. U.S.A.) H78%* 7634H> 1981^ ; T. C. Doetschman 

-J^~i-)V > iruzS- • T> K • Jc^-X^y 9 )\> ■ 

7*nyS #87#. 27J^ 198530 N Sfflffi,*frikZ^X&btLZ> 



miE#2 003-3059010 



^2 0 0 2- 1 7 8 7 1 5 ^ ^-v : 



[0 0 6 5] 

^ODNAHa^t M*2L1&& (is Wilt ttrizE^ i o ^ LT^L 

$»DNA^/7^7") h£frfdfttte, *ii(ODNA±l/;(i^S 
v^XE&^^^ODNA^O^miit<ODNAiE^J^ ^T'v^v-i Lfz 

m l tz-^mn ^DNAi^-i omm t wm#^ h m& s ti& * * ^ i&^-e& & o 

Wilt *-Y*J-<omfcm^£*) : mmirz>c\b\zx.*)nbixz>o z<o£7\z 



miE# 2003-30590 



0S2OO2-17.8715 ^ ^-v 



[0 0 6 6] 

MJf¥L»^Jfc^T, ilfe^lWiamAHJ: O^BJ^DNAMIC 

» 

tits *mM<DDNA%:WFi£0}z hPfi|L»®ti. $^0^ >y^f£K «fc 19 
[0 0 6 7] 

(9 a.) fflODNAO^Ii^^;gat^^i^LTM • 

ffigE#2 003-30590 



2002-178715 ^ ^- v ; 54/ 



il<7) x * »; - - > m& £ z> o 
fttBMk^fc LTf±, fllx.**, h\ * ^-/f-Kttfb^. £ 

js<k^!». mmnrnm, n®mmm. »mmnmmm. mm*i?# 

[0 0 6 8] 

IMft!»0±K<IAffitt* , » 1 0 L < Ji#*j 3 0 96JBLL, «fc *) * L < 



ffi!E# 2003-3059010 
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ttin^SPf Lv> 0 -l^&^h LTte, Mx.i*\ (#lx-f^ U> 

itmrnmrn (Mx.if, k *-9-*\ * 

Okgt LT) (Dmmrm&BMlzp^Tli, -Btoi^^^O. 1 
-lOOmg, iff L<l±Hll. 0-5 Omg, «fc L < fi&J 1 . 0-2 0 

0. 0 1 -3 0 m gmm, Ift* L< itmO. l~2 0mgtS, iO*f*L<»4 
&0. 1-1 0me&8t*B1RmtKXQ&tt&<Di!>W&&-?1b&o m<omm 
<DWt&i>, 6 0k gifc i) L)tt*t4tS i t^-el So 
[0 0 6 9] 

miiE# 2003-3059010 



2002-178715 ^) 1- i? : 56/ 



NA^V'f - ? — * $ Ai" & d K J: 19 ^ mmt $ *U m V # - * - sffE 
— IfsHX^ (1 acZ) > pTv#ttT^* »; -7*X-7r^--lfJ(tf5T-t/cii^v7 

h->^-HffltfeT- ( 1 a c Z) tf^L-CV^S^ ifcsfc. *%W<0? 
-IT*?? \ \£=7 J y K (X- gal) <D£7% p-Jf?? hy^--lf(Dif 

(PBS) Tgfe^, X-g a 1 *r£-tr$fefeirT\ l[iaf feti3 7*C#j£ 
-C> 0^*v>tl^FWMJc-$"*7t^ H»^lmM EDTA/PBS 

^•f^tf iv^, Hr&fctfcv^ 1 acZS:3-mmRNA**HlLti 



miE# 2003-3059010 



2002-178715 ^ ^- v : 



io*4tttLTii> «*ur^ mmm (wx.tr, jttt**m 

[0 0 7 0] 

> ft*ttn»jEi/iii^#-!xtcj:&ia0 

o 

igx^.;-- > ^ &-e# t, fhtzit^m * tz it *<Di&z^m-r z> mm «u ttrts 

£Oi7fcLT&&*L&S8!|(± > ^-elg*ttt?**0^ Miff, fchtfc 
i±»i?Li&f& (^iiff, 5'^, v-i/X, K ^ 

^.3, izttLx&^i-zzt&x^&o 

mit^itzit^(D^<D^mit, nmmm, ^^-y^tizx 

fJHUli**^ Mill ^ODNAl:jtff-5 7'n^-^-}SttS-itt & 
<t^S:«n«:#1-**^ -miKj&\ (#16 Okgi LT) O^ttHfiff 



fchfE#2 003-3059010 



^$12 0 0 2- 1 7 8 7 1 5 ^ ^-v! 58/ 



1. 0~5 0mg> J: L< tt*U. 0-2 OmgSW, *gDWi:fi 

I^J^TSIIfrj&A (60kgiLT) - 
RK-D^mik&mZfaO. 0 1 -~3 OmggjK, *f*L<(i&0. 1-2 Omg 
Sit, £ *>Ef£ t < te&O. 1-1 Omg^Jg^j^M^lt^j: O^i-^<^^0 
«M>IM&tf>#£-&, 6 0 k gmt:*) ^Mt^f^^tSCt^ 

[0 0 7 1] 

#TOJ#K£V>T. i!I^7^^^I^-T^/Tt-&^ IUPAC- 
IUB Commission on Biochemical Nomenclature K X 2>Vfe J f5r%>2>^\±^W.fr 

DNA Ift^y'J'fti 
c D N A : * v V tffflk 

A : 7f-> 

T : ^-5 y 



ffi!E# 2003-3059010 
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G 
C 

RNA 
mRNA 
d ATP 
dTTP 
d GTP 
d CTP 
ATP 
EDTA 
SDS 
G 1 y 
A 1 a 
V a 1 
Leu 
I 1 e 
S e r 

Thr 

C y s 

Me t 

G 1 u 

Asp 

L y s 

A r g 

H i s 

P h e 

T y r 

Tr p 

Pro 



ry ^ 

/ty y 
n^fy> 
-fyn/fyy 
-try > 

yXf'f > 

h V 7* f 7 7 V 
yn y ^ 




ffiliE#2 003-3059010 
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^-v 5 : 60/ 



A s n 
G 1 n 
p G 1 u 
Sec 

[0 0 7 

Me 
E t 
B u 
P h 
TC 
T o s 
CHO 
B z 1 
Cl2-Bzl 
Bom 
Z 

C 1 -Z 
B r -Z 
B o c 
DNP 
T r t 
Bum 
Fm o c 
HOB t 
HOOB t 

HONB 



I T7,/^^y 

: -tU S z/ 4 > (selenocysteine) 



2] 



7x-;H 

f7/'Jy>-4 (R) -#/i^*^3 vm 

p — V ;vx > ^/w 7 * ~/i/ 

*/v$/v 

2, 6-v?nn^y-» 

^ y -J)i<t * v iJ /W1?— )V 

2 -^nn^^yj^ + y^H-^ 

t - rf^y*;v^ 

N- 9 -7/i/* /i^ h^y*;v*-;v 
1 -H Ko^fy^yX h 'j 7 V— )V 

3, 4-yt Kn-3-fc Kn + y-4-t^rV- 

1,2, 3-wh';ry> 

1-t: Ka4r->-5-y /Vs^/l/^>-2,3-^*/l/^^r">/r ^ K 



miE# 2003-3059010 



0 0 2 - 1 7 8 7 1 5 ^ ^-v: 



DCC : N, N' -y^^DAi|ry;V*^^n' 

[0 0 7 3] 

C@B^J#-^ : l ] 

KIAA1077? >;*?M<VT $ smMm*7Fl- 0 

@c?ij#^: l-e^$tL^,T</m@e^J^^ri-^KI AAl 0 7 7 
Ki-^DNA^m«@S^J^^i- 0 
[0 0 7 4] 

mmm i 

m&\mmm$k^ (oAitt) x^mumx^x^hm^w^mh^nzir^tz 
im) > zvmmmvjEftim, ^<b«&m£*L£totai rna ord 

^^tf^i: Ln oligonucleotide microarray (Human Genome U95A; Affymetrixtt) 

* m ^ x fflsrHbmm o tz 0 

^JK2r&ti> AffymetrixttOH^^I## (Expression analysis technical 
manual) Ktfcofco O A<fe#fc jE*«flW«!«fe'B-oa^K^3Sprof ile&Jfc^L£|g 
KIM1077it^a*OA*fc*^|&^fc$iLTi$»K KIAA1077 •&&=f-<D&mMl* 
^ ^Lfc^TW&Kfc*, OA|fe#*c^v>T*^:-e*o^(^2)o 
[0 0 7 5] 



ffiSE#2 003-3059010 



2002-178715 



^-v: 62/ 



mi) 









If5^$fc# Direct Clinical Access it 




Direct Clinical Access *fc 


jE^mmm^'W Direct Clinical Access it 




P Direct Clinical Access it 


D-U rfcA» J3. 


BioChain Institute *± 




BioChain Institute it 




Clontech *± 




Clontech it 




Clontech 




Clontech *± 




Clontech t± 




Clontech tfc 




Clontech f± 


Aj Art* 

mf 


Clontech *± 


flip 


Clontech It 




Clontech *± 




Clontech th 




Clontech *fc 


mm 


Clontech it 


%m 


Clontech it 


n 


Clontech it 


mm 


BioChain Institute it 




BioChain Institute it 


^ 


Clontech it 




BioChain Institute *± 



[0 0 7 6] 



ffi!E#2 003-3059010 
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»21 



$m&mMffim&ft 3.1 b 

E^r^M^^# ND 
TEftmm ND 
Jftjiffc-fr 0.3 

mm 0.7 

ND 
ND 

rat nd 
mm nd 
±m nd 

'hJiS ND 

ND 

B ND 

M* ND 

¥tt)ft 0.5 

^lli ND 

ff ND 

Ifffflt ND 

i£J!§ v 0.5 

±B 0.5 

WB ND 

$U& ND 

0.7 

ND 



a itfe^^*«, oligonucleotide microarray •V^m^mm^titc^Si^^ 

b5 P*SMit&^Uh (n=6) 
ND; not detected 

[0 0 7 7] 

ttim<$2 003-3059010 
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MSft^ UteMBiP; Klflifjf^ rijUifc, ftitttM^t/cii^^-^^ J; 

[0 0 7 8] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Preventing and treating agent for bone or joint diseases 

<130> B02195 

<160> 2 

<210> 1 

<211> 871 

<212> PRT 

<213> Human 

<400> 1 

Met Lys Tyr Ser Cys Cys Ala Leu Val Leu Ala Val Leu Gly Thr Glu 

5 10 15 

Leu Leu Gly Ser Leu Cys Ser Thr Val Arg Ser Pro Arg Phe Arg Gly 

20 25 30 

Arg He Gin Gin Glu Arg Lys Asn He Arg Pro Asn He He Leu Val 

35 40 45 

Leu Thr Asp Asp Gin Asp Val Glu Leu Gly Ser Leu Gin Val Met Asn 

50 55 60 

Lys Thr Arg Lys He Met Glu His Gly Gly Ala Thr Phe He Asn Ala 



ttliE#2 003-3059010 
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65 70 75 80 

Phe Val Thr Thr Pro Met Cys Cys Pro Ser Arg Ser Ser Met Leu Thr 

85 90 95 

Gly Lys Tyr Val His Asn His Asn Val Tyr Thr Asn Asn Glu Asn Cys 

100 105 110 

Ser Ser Pro Ser Trp Gin Ala Met His Glu Pro Arg Thr Phe Ala Val 

115 120 125 

Tyr Leu Asn Asn Thr Gly Tyr Arg Thr Ala Phe Phe Gly Lys Tyr Leu 

130 135 140 

Asn Glu Tyr Asn Gly Ser Tyr He Pro Pro Gly Trp Arg Glu Trp Leu 
145 150 155 160 

Gly Leu He Lys Asn Ser Arg Phe Tyr Asn Tyr Thr Val Cys Arg Asn 

165 170 175 

Gly He Lys Glu Lys His Gly Phe Asp Tyr Ala Lys Asp Tyr Phe Thr 

180 185 . 190 

Asp Leu He Thr Asn Glu Ser He Asn Tyr Phe Lys Met Ser Lys Arg 

195 200 205 

Met Tyr Pro His Arg Pro Val Met Met Val He Ser His Ala Ala Pro 

210 215 220 

His Gly Pro Glu Asp Ser Ala Pro Gin Phe Ser Lys Leu Tyr Pro Asn 
225 230 235 240 

Ala Ser Gin His He Thr Pro Ser Tyr Asn Tyr Ala Pro Asn Met Asp 

245 250 255 

Lys His Trp He Met Gin Tyr Thr Gly Pro Met Leu Pro He His Met 

260 265 270 

Glu Phe Thr Asn He Leu Gin Arg Lys Arg Leu Gin Thr Leu Met Ser 

275 280 285 

Val Asp Asp Ser Val Glu Arg Leu Tyr Asn Met Leu Val Glu Thr Gly 
290 295 300 



ffi!E#2 003-3 0 59010 
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^-i?: 66/ 



Glu Leu Glu Asn Thr Tyr He He Tyr Thr Ala Asp His Gly Tyr His 
305 310 315 320 

He Gly Gin Phe Gly Leu Val Lys Gly Lys Ser Met Pro Tyr Asp Phe 

325 330 335 

Asp He Arg Val Pro Phe Phe He Arg Gly Pro Ser Val Glu Pro Gly 

340 345 350 

Ser He Val Pro Gin He Val Leu Asn He Asp Leu Ala Pro Thr He 

355 360 365 

Leu Asp He Ala Gly Leu Asp Thr Pro Pro Asp Val Asp Gly Lys Ser 

370 375 380 

Val Leu Lys Leu Leu Asp Pro Glu Lys Pro Gly Asn Arg Phe Arg Thr 
385 390 395 400 

Asn Lys Lys Ala Lys He Trp Arg Asp Thr Phe Leu Val Glu Arg Gly 

405 410 415 

Lys Phe Leu Arg Lys Lys Glu Glu Ser Ser Lys Asn He Gin Gin Ser 

420 425 430 

Asn His Leu Pro Lys Tyr Glu Arg Val Lys Glu Leu Cys Gin Gin Ala 

435 440 445 

Arg Tyr Gin Thr Ala Cys Glu Gin Pro Gly Gin Lys Trp Gin Cys He 

450 455 460 

Glu Asp Thr Ser Gly Lys Leu Arg He His Lys Cys Lys Gly Pro Ser 
465 470 475 480 

Asp Leu Leu Thr Val Arg Gin Ser Thr Arg Asn Leu Tyr Ala Arg Gly 

485 490 495 

Phe His Asp Lys Asp Lys Glu Cys Ser Cys Arg Glu Ser Gly Tyr Arg 

500 505 510 

Ala Ser Arg Ser Gin Arg Lys Ser Gin Arg Gin Phe Leu Arg Asn Gin 

515 520 525 

Gly Thr Pro Lys Tyr Lys Pro Arg Phe Val His Thr Arg Gin Thr Arg 



miE#2 003-3059010 
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530 535 540 

Ser Leu Ser Val Glu Phe Glu Gly Glu He Tyr Asp He Asn. Leu Glu 
545 550 555 560 

Glu Glu Glu Glu Leu Gin Val Leu Gin Pro Arg Asn He Ala Lys Arg 

565 570 575 

His Asp Glu Gly His Lys Gly Pro Arg Asp Leu Gin Ala Ser Ser Gly 

580 585 590 

Gly Asn Arg Gly Arg Met Leu Ala Asp Ser Ser Asn Ala Val Gly Pro 

595 600 605 

Pro Thr Thr Val Arg Val Thr His Lys Cys Phe He Leu Pro Asn Asp 

610 615 620 

Ser He His Cys Glu Arg Glu Leu Tyr Gin Ser Ala Arg Ala Trp Lys 
625 630 635 640 

Asp His Lys Ala Tyr He Asp Lys Glu He Glu Ala Leu Gin Asp Lys 

645 650 655 

He Lys Asn Leu Arg Glu Val Arg Gly His Leu Lys Arg Arg Lys Pro 

660 665 670 

Glu Glu Cys Ser Cys Ser Lys Gin Ser Tyr Tyr Asn Lys Glu Lys Gly 

675 680 685 

Val Lys Lys Gin Glu Lys Leu Lys Ser His Leu His Pro Phe Lys Glu 

690 695 700 

Ala Ala Gin Glu Val Asp Ser Lys Leu Gin Leu Phe Lys Glu Asn Asn 
705 710 715 720 

Arg Arg Arg Lys Lys Glu Arg Lys Glu Lys Arg Arg Gin Arg Lys Gly 

725 730 735 

Glu Glu Cys Ser Leu Pro Gly Leu Thr Cys Phe Thr His Asp Asn Asn 

740 745 750 

His Trp Gin Thr Ala Pro Phe Trp Asn Leu Gly Ser Phe Cys Ala Cys 
755 760 765 



mtE#2 003-3059010 
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Thr Ser Ser Asn Asn Asn Thr Tyr Trp Cys Leu Arg Thr Val Asn Glu 

770 775 780 

Thr His Asn Phe Leu Phe Cys Glu Phe Ala Thr Gly Phe Leu Glu Tyr 
785 790 795 800 

Phe Asp Met Asn Thr Asp Pro. Tyr Gin Leu Thr Asn Thr Val His Thr 

805 810 815 

Val Glu Arg Gly He Leu Asn Gin Leu His Val Gin Leu Met Glu Leu 

820 825 830 

Arg Ser Cys Gin Gly Tyr Lys Gin Cys Asn Pro Arg Pro Lys Asn Leu 

835 840 845 

Asp Val Gly Asn Lys Asp Gly Gly Ser Tyr Asp Leu His Arg Gly Gin 

850 855 860 

Leu Trp Asp Gly Trp Glu Gly 
865 870 
<210> 2 
<211> 2613 
<212> DNA 
<213> Human 
<400> 2 

atgaagtatt cttgctgtgctctggttttg gctgtcctgg gcacagaatt gctgggaagc 60 
ctctgttcga ctgtcagatc cccgaggttc agaggacgga tacagcagga acgaaaaaac 120 
atccgaccca acattattct tgtgcttacc gatgatcaag atgtggagct ggggtccctg 180 
caagtcatga acaaaacgag aaagattatg gaacatgggg gggccacctt catcaatgcc 240 
tttgtgacta cacccatgtg ctgcccgtca cggtcctcca tgctcaccgg gaagtatgtg 300 
cacaatcaca atgtctacac caacaacgag aactgctctt ccccctcgtg gcaggccatg 360 
catgagcctc ggacttttgc tgtatatctt aacaacactg gctacagaac agcctttttt 420 
ggaaaatacc tcaatgaata taatggcagc tacatccccc ctgggtggcg agaatggctt 480 
ggattaatca agaattctcg cttctataat tacactgttt gtcgcaatgg catcaaagaa 540 
aagcatggat ttgattatgc aaaggactac ttcacagact taatcactaa cgagagcatt 600 
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aat tact tea aaatgtctaa gagaatgtat ccccataggc ccgttatgat ggtgatcagc 660 

cacgctgcgc cccacggccc cgaggactca gccccacagt tttctaaact gtaccccaat 720 

gcttcccaac acataactcc tagttataac tatgeaccaa atatggataa acactggatt 780 

atgeagtaca caggaccaat gctgcccatc cacatggaat ttacaaacat tctacagcgc 840 

aaaaggctcc agactttgat gtcagtggat gattctgtgg agaggctgta taacatgetc 900 

gtggagacgg gggagctgga gaatacttac atcatttaca ccgccgacca tggttaccat 960 

attgggcagt ttggactggt caaggggaaa tccatgccat atgactttga tattcgtgtg 1020 

ccttttttta ttcgtggtcc aagtgtagaa ccaggatcaa tagtcccaca gategttetc 1080 

aacattgact tggcccccac gatcctggat attgetggge- tcgacacacc tcctgatgtg 1140 

gaeggcaagt ctgtcctcaa acttctggac ccagaaaagc caggtaacag gtttcgaaca 1200 

aacaagaagg ccaaaatttg gcgtgataca ttcctagtgg aaagaggcaa atttctacgt 1260 

aagaaggaag aatccagcaa gaatatccaa cagtcaaatc acttgcccaa atatgaaegg 1320 

gtcaaagaac tatgecagea ggecaggtae cagacagcct gtgaacaacc ggggcagaag 1380 

tggcaatgea ttgaggatac atctggcaag cttcgaattc acaagtgtaa aggacccagt 1440 

gacctgctca cagtccggca gagcacgegg aacctctacg ctcgcggctt ccatgacaaa 1500 

gacaaagagt gcagttgtag ggagtctggt taccgtgcca geagaageca aagaaagagt 1560 

caaeggcaat tcttgagaaa ccaggggact ccaaagtaca ageccagatt tgtccatact 1620 

cggcagacac gttccttgtc cgtcgaattt gaaggtgaaa tatatgacat aaatctggaa 1680 

gaagaagaag aattgcaagt gttgeaacca agaaacattg etaagegtea tgatgaaggc 1740 

cacaaggggc caagagatct ccaggcttcc agtggtggca acaggggcag gatgetggea 1800 

gatagcagca acgccgtggg cccacctacc actgtccgag. tgacacacaa gtgttttatt 1860 

cttcccaatg actctatcca ttgtgagaga gaactgtacc aatcggccag agcgtggaag 1920 

gaccataagg catacattga caaagagatt gaagctctgc aagataaaat taagaattta 1980 

agagaagtga gaggacatct gaagagaagg aagectgagg aatgtagctg cagtaaacaa 2040 

agctattaca ataaagagaa aggtgtaaaa aagcaagaga aattaaagag ccatcttcac 2100 

ccattcaagg aggctgetea ggaagtagat ageaaactge aacttttcaa ggagaacaac 2160 

cgtaggagga agaaggagag gaaggagaag agaeggcaga ggaaggggga agagtgeage 2220 

ctgcctggcc teacttgett cacgcatgac aacaaccact ggcagacagc cccgttctgg 2280 

aacctgggat ctttctgtgc ttgcacgagt tctaacaata acacctactg gtgtttgcgt 2340 
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acagttaatg agacgcataa ttttcttttc tgtgagtttg ctactggctt tttggagtat 2400 

tttgatatga atacagatcc ttatcagctc acaaatacag tgcacacggt agaacgaggc 2460 

attttgaatc agctacacgt acaactaatg gagctcagaa gctgtcaagg atataagcag 2520 

tgcaacccaa gacctaagaa tcttgatgtt ggaaataaag atggaggaag ctatgaccta 2580 

cacagaggac agttatggga tggatgggaa ggt 2613 
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